Sinus histiocytosis with massive lymphadenopathy (SHML) is a rare condition, typically presenting in childhood with massive bilateral cervical adenopathy which generally undergoes spontaneous regression after several years (Thawerani et al. 1978) . Although extranodal involvement occurs in over 20% of cases (Thawerani et al. 1978) ,it is rare for extranodallesions to occur without any significant lymphadenopathy. Since the microscopic appearance ischaracteristic, histology is important in the diagnosis of this condition, especially in those who present atypically. A case of SHML is reported because ofcutaneous involvement, which is uncommon, and also because the patient has never had massive lymphadenopathy.
Case report
This 57-year-old Turkish Cypriot woman first presented in Cyprus in August 1978 with painful lumps on her left buttock and right upper arm. A biopsy was reported as Hodgkin's disease, and she was referred to St Bartholomew's Hospital, London. On examination she had a few small nodules on the right upper arm, and a dusky erythematous plaque 8-9 em in diameter surrounded by multiple small nodules on her left buttock ( Figure 1 ). There were no other relevant findings and in particular no lymphadenopathy.
A repeat biopsy from the plaque was interpreted as reactive compatible with an insect bite, and intralesional triamcinolone was given but without any response. A further biopsy from the same lesion was taken in July 1979, and it was thought to show an infiltrate similar to that seen in lymph nodes in SHML (Rosai & Dorfman 1972). The following month she developed a small, finn. mobile and non-tender node in the left groin but there was no other lymphadenopathy or significant change in the skin lesions. She was admitted for lymph node biopsy and investigations. Histology: Sections of both biopsies from the buttocks showed very similar appearances. In the epidermis there was patchy spongiosis. Below the epidermis was a dense band of histiocytes inter. spersed with lymphocytes. Extending deeply into the reticular dermis and fat was a dense infiltrate of histiocytes, plasma cells, neutophil polymorphs and aggregates of lymphocytes; none of these infiltrating cells appeared to be cytologically abnormal. Many of the histiocytes were SWollen with foamy cytoplasm which often included phagocytosed red blood cells, other inflammatory cells. and pieces of cell debris ( Figure 2 ). No organisms were seen with Gram, Giesma, Grocott, PAS or modified ZN stains.
Sections of the inguinal lymph node showed expansion of its sinuses by a similar inflammatory cell infiltrate to that seen in the skin (Figure 3) . The most striking cell of the infiltrate was the large foamy histiocyte. Many contained red blood cells, inflammatory cells and cell debris in their cytoplasm. Dense areas of fibrous scarring extended out through the capsule into adjacent adipose tissue, obliterating parts of the peripheral sinus and extending a short distance into node substance. These fibrous areas also contained foamy macrophages and plasma cells. The node architecture was otherwise well preserved and germinal centres appeared normal. No eosinophil polymorphs, areas of necrosis or granulomata were seen. Giesma, PAS, Gram and Warthin-Starry stains showed no organisms. The appearance of both skin and lymph node biopsies were consistent with the diagnosis of 'sinus histiocytosis with massive lymphadenopathy'.
Electron microscopy: A piece of node was diced into 4% glutaraldehyde buffered to pH 7.2 in 0.1 mol/l cacodylate buffer and fixed at 4°C for four hours. It was post-fixed in osmium tetroxide, dehydrated and embedded in Araldite. Thin sections were stained by uranyl acetate and lead citrate and examined with a Hitachi HS 9 electron microscope. The inflammatory cells noted by light microscopy were seen and appeared normal at an ultrastructural level. The cytoplasm of the large histiocytes contained abundant mitochondria, lipid droplets and numerous secondary Iysosomes, many containing recognizable degenerating organelles and nuclear material. Some Iysosomes contained dense bodies of uncertain nature (Figure 4 ) but probably derived from nuclear material. No organisms were identified. 
Discussion
Sinus histiocytosis with massive lymphadenopathy was first described in 1969 (Rosai & Dorfman 1969) , although individual case reports may date from 1965 (Destombes 1965 ,Azoury&Reed 1966 . Most cases are under the age of twenty (80%)with 60% being under ten. Half the cases have lymph nodes other than cervical involved, although usually to a much lesser extent. Hepatomegaly and splenomegaly are uncommon. The patients usually are not ill and fever is the only common symptom.
Investigation usually shows a mild normochromic anaemia, a neutrophil leukocytosis often with lymphopenia, an ESR greater than fifty and a polyclonal hypergammaglobulinaemia (Rosai & Dorfman 1972) .About half the patients have hilar lymphadenopathy which may be unilateral or bilateral. In patients who had retroperitoneal lymphangiography the possibility of lymphoma was raised (Rosai & Dorfman 1972) .Bone marrow is usually normal but may be hypercellular and in 20%of cases shows histiocytes of similar morphology to those seen in the lymph nodes. Various cultures have all been normal.
Lymph node histology of SHML is distinct (Rosai & Dorfman 1972) . The histology of the case reported here is typical, the only unusual feature being the presence of normal numbers of germinal centres. However, good preservation of the lymph node architecture is consistent with the early phase of the disease (Rosai & Dorfman 1972). The differential diagnosis ofSHML includes malignant lymphoma, malignant histiocytosis, familial haemophagocytic reticulosis, chronic lymphadenopathy simulating malignant lymphoma, storage disease, histiocytosis X, and sinus catarrh. These can usually be readily excluded on clinical or pathological grounds (Rosai & Dorfman 1972) . The skin histology in our patient is similar to that described previously (Thawerani et al. 1978) and can be differentiated from cutaneous Hodgkin's disease, leprosy, xanthomata, dermatofibroma, histiocytosis X and Tangier disease.
The aetiology of this condition is unknown. Some authors have suggested that it is an unusual sequela of Epstein-Barr virus infection on the grounds of raised viral titres (Lober et al. 1973 ) but others have not supported this (Lampert &Lennert 1976) . Our patient had a titre of I: 32 and this is not significant. A viral genome could be responsible for the finding that cultured histiocytes in this condition retain the ability to phagocytose other cells and microorganisms in the absence of any specific stimulation (Karpas et al. 1973) . Recently antigens to Klebsiella species have been identified (Lampert & Lennert 1976) but this work has not yet been verified. There is one case report of a transient deficiency in lymphocyte and phagocyte function (Becroft et al. 1973 ) and two of thymic abnormalities at autopsy (Rosai & Dorfman 1972), but otherwise evidence to support an immunological disturbance is minimal. Treatment with antibiotics and antituberculous therapy has had no effect. Deep X-ray therapy, chemotherapy and steroids have resulted in a slight reduction in lymph node size in a few patients; steroid treatment sometimes controls the fever. The condition runs a protracted course from months to years, with eventual total recovery in most cases. Occasionally the adenopathy is intermittent over a period of many years.
Extranodal involvement occurs in over 20% of cases (Thawerani et al. 1978) , the most common sites being the soft tissues of the orbit (Friendly et al. 1977) and respiratory tract. In a series of III patients with SHML, 10 were reported with cutaneous involvement (Thawerani et 01. 1978)but only one had no significant lymphadenopathy. The majority had multiple lesions but in no particular distribution. They were papular or nodular but only up to 4 em in diameter. Otherwise findings were similar to the case presented here. There was no evidence to suggest that those with cutaneous involvement showed any significant differences from the group as a whole, although 6 of the 10 had other sites of extranodal involvement, suggesting that once one extranodal site had been involved others are more likely to become so. Of 4 cases followed, all showed spontaneous improvement and this also appears to be happening in our case. 0141--{)768/80/1 oo748--{)3/S0 1.00/0
